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Amendment 

Claims 1-42 are pending. Claims 1-17 and 27-42 are withdrawn from examination, 
Claims 18, 19, 20 and 23 are amended. Claims 18-26 are presented for reconsideration. 

Listing of Claims 

1 . (Withdrawn) A composition comprising a tissue adherent hydrogel comprising 
an anti-anhythmic agent for local delivery to a patient in need thereof. 

2. (Withdrawn) The composition of claim 1 wherein the hydrogel is formed by 
polymerization of biocompatible, biodegradable, synthetic, water soluble and covalently reactive 
macromers. 

3. (Withdrawn) The composition of claim 1 wherein the anti-arrhythmic agent is 
selected from the group consisting of sodium channel blockers, beta-adrenergic blockers, 
repolarization prolonging agents, and calcium channel blockers. 

4. (Withdrawn) The composition of claim 3 wherein the anti-arrhythmic agent is 
selected from the group consisting of lidocaine, moricizine, mexiletine, tocainide, procainamide, 
encainide, flecanide, tocainide, phenytotn, propafenone, quinidine, disopyramide, flecainide, 
propranolol, esmolol, amiodarone, artilide, bretylium, clofilium, isobutilide, sotalol, azimilide, 
dofetilide, dronedarone, ersentilide, ibutilide, tedisamil, trecetilide, verapamil, diltaizem, 
digitalis, adenosine, nickel chloride, and magnesium. 

5. (Withdrawn) The composition of claim 3 wherein the anti-arrhythmic agent is a 
repolarization prolonging agent 

6. (Withdrawn) The composition of claim 5 wherein the anti-arrhythmic agent is 
selected from the group consisting of amiodarone, sotalol and dronedaixme. 

7. (Withdrawn) The composition of claim 6 wherein the anti-arrhythmic agent is 
amiodarone. 

8. (Withdrawn) The composition of claim 1 wherein the anti-arrhythmic agent is present 
in a dosage which is sufficient to produce a therapeutically effective level of the agent in the 
cardiac tissue for at least four days after implantation. 
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9. (Withdrawn) The compositiofi of claim 1 wherein the anti-arrhythmic agent is poorly 
soluble in water. 

10. (Withdrawn) The composition of claim 1 wherein the anti-arrhythmic agent is in 
nanoparticulate form precipitated within the hydrogel. 

11. (Withdrawn) The composition of claim 1 wherein the anti-arrhythmic agent is 
encapsulated in a biodegradable material and suspended in the hydrogel. 

12. (Withdrawn) The composition of claim 1 wherein the hydrogel is polymerized in 
vitro with the drug to form a hydrogel patch, prior to administration to a tissue, 

13. (Withdrawn) The composition of claim 1 Comprising a diacrjdated polyethylene 
oxide comprising biodegradable linkages selected from the group consisting of monomers and 
oligomers of carbonates and hydroxyacids, polymerized to form a hydrogel degrading in a period 
following application to tissue which minimizes tissue inflammation or fibrosis, and amiodarone 
in a dosage effective to lengthen atrial effective refractory period. 

14. (Withdrawn) The composition of claim 1 in a kit further comprising means for 
increasing adhesion of the hydrogel to tissue. 

15. (Withdrawn) The composition of claim 14 wherein the means for increasing 
adhesion is biocompatible, biodegradable, synthetic, water soluble and covalently reactive 
macromers polymerizable to form an adhesive between the hydrogel and tissue. 

16. (Withdrawn) The composition of claim 1 further comprising a viscosity modifying 

agent. 

17. (Withdrawn) The composition of claim 16 wherein the viscosity modifying agent is 
selected from the group consisting of glycosaminoglycans, carboxymethyl cellulose, dextran, 
dextran sulfate, and polyvinylpyrrolidone. 

18. (Currently Amended) A liquid formulation comprising 

1) an aqueous solvent comprising at least 50% by weight of water, 

2) dispersed or solubilized within the solvent, biocompatible, biodegradable, synthetic, water 
soluble and covalently reactive macromers polymerizable to form a compliant tissue adhesive 
hydrogel degrading in a period of less than one month after application to the tissue, said 
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macromers comprising on average per molecule at least one hydrophilic domain, at least one 
biodegradable region comprising carbonate linkages, and at least two polymerizable groups, a nd 
3) dispersed within the formulation, particles of an anti-arrhythmic agent in a dosage effective to 
lengthen atrial effective refractory period. 

19. (currently amended) The solution of claim 18 comprising a-macromers comprising a 
hydrophilic domain of diaorvlated p olyethylene oxide* compri s ing b iodegradable linkages 
degrading m a period of less than about two weeks following application to the tissu e, and 
capped with acrvlate groups, 

20. (currently amended) The solution of claim 19 wherein the biodegradable linkages 
are o e loot e d from th e croup consisting of a combination of monomers or oligomers of carbonates 
fflOflomere and hydroxy acids. 

21. (previously presented) The solution of claim 18 wherein the particles comprise an 
anti-arrhythmic agent is selected from the group consisting of lidocaine, moricizine, mexiletine, 
tocainide, procainamide, encainide, flecanide, tocainide, phenytoin, propafenone, quinidine, 
disopyraraide, flecainide, propranolol, esmolol, amiodarone, artilide, bretylium, clofilium, 
isobutilide, sotalol, azimilide, dofetilide, dronedarone, ersentilide, ibutilide, tedisamil, trecetilide, 
verapamil, diltaizem, digitalis, adenosine, nickel chloride, and magnesium. 

22. (Original) The solution of claim 18 wherein the anti-anftythmic agent is selected 
from the group consisting of amiodarone, sotalol and dronedarone. 

23. (currently amended) The solution of claim £3-18 furthe r comprising maoromer s 
oomprioing q diaorylatod polyethyl e n e oxid e compri s ing biod e gradabl e linkages flolootod from the 
group oonoioting of monom e rs and oligomer s of carbonates and hydroxyaoido, polym e rigobl e to 
form o hydrog e l d e grading in a p e riod - following application to tioou e which minimizos tissue 
inflammation or fibrooio, ond amiodaron e in a dooago e ff e ctiv e to l e ngth e n otrial offootivo 
rofinotory porio da polymerization initiator . 

24. (Original) The solution of claim 18 in a kit further comprising reagents for priming 
the surface of the tissue to which the solution is to be applied, wherein the priming increases the 
adhesion of the hydrogel to the tissue. 
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25. (Original) The solution of claim 1 8 further comprising a viscosity modifying agent. 

26. (Original) The solution of claim 25 wherein the viscosity modifying agent is selected 
from the group consisting of glycosaminoglycans, carboxymethyl cellulose, dextran, dextran 
sulfate, and polyvinylpyrrolidone. 

27. (Withdrawn) A method for delivering an anti-arrhythmic agent, comprising 
topically applying to the surface of cardiac tissue or blood vessels an anti-an-hythmic 

agent in a hydrogel, or a solution forming a hydrogel. 

28. (Withdrawn) The method of claim 27 comprising 

administering to the surface of cardiac tissue or blood vessels a solution of biocompatible, 
biodegradable, synthetic, water soluble and covalently reactive macromers comprising the anti- 
arrhythmic agent, and 

polymerizing the macromer solution to form a tissue adherent hydrogel. 

29. (Withdrawn) The method of claim 27 comprising 

administering to the surface of cardiac tissue or blood vessels a hydrogel formed of 
biocompatible, biodegradable, synthetic, water soluble and covalently reactive macromers 
comprising the anti-arrhythmic agent to be delivered. 

30. (Withdrawn) The method of claim 27 wherein the anti-arrhythmic agent is selected 
from the group consisting of sodium channel blockers, beta-adrenergic blockers* repolarization 
prolonging agents, and calcium channel blockers. 

31. (Withdrawn) The method of claim 30 wherein the anti-arrhythmic agent is selected 
from the group consisting of lidocaine, moricizine, mexiletine, tocainide, procainamide, 
encainide, flecanide, tocainide, phenytoin, propafenone, quinidine, disopynunide, flecainide, 
propranolol, esmolol, amiodarone, artilide, bretylium, clofilium, isobutilide, sotalol, azimilide, 
dofetilide, dronedarone, ersentilide, ibutilide, tedisamil, trccetilide, verapamil, diltaizem, 
digitalis, adenosine, nickel chloride, and magnesium. 

32. (Withdrawn) The method of claim 30 wherein the anti-arrhythmic agent is a 
repolarization prolonging agent. 
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33. (Withdrawn) The method of claim 32 wherein the anti -arrhythmic agent is selected 
from the group consisting of amiodarone, sotalol and dronedarone. 

34. (Withdrawn) The method of claim 33 wherein the anti-arrhythmic agent is 
amiodarone. 

35. (Withdrawn) The method of claim 34 wherein the hydrogel comprises a diacrylated 
polyethylene oxide comprising biodegradable linkages selected from the group consisting of 
monomers and oligomers of carbonates and hydroxyacids, polymerized to form a hydrogel 
degrading in a period following application to tissue which minimizes tissue inflammation or 
fibrosis, and amiodarone in a dosage effective to lengthen atrial effective refractory period. 

36. (Withdrawn) The method of claim 27 further comprising applying to the tissue 
means for increasing adhesion of the hydrogel to tissue. 

37. (Withdrawn) The method of claim 36 wherein the means for increasing adhesion is 
biocompatible, biodegradable, synthetic, water soluble and covalently reactive macromers 
polymerizable to form an adhesive between the hydrogel and tissue. 

38. (Withdrawn) The method of claim 27 wherein the anti-arrhythmic agent is present in 
a dosage effective to lengthen atrial effective refractory period. 

39. (Withdrawn) The method of claim 27 in which the therapeutically effective level is 
maintained for at least four days after implantation. 

40. (Withdrawn) The method of claim 27 wherein the hydrogel degrades over a period 
of time of two weeks or less. 

41. (Withdrawn) The method of claim 27 further comprising administering a viscosity 
modifying agent in the solution forming the hydrogel. 

42. (Withdrawn) The method of claim 41 wherein the viscosity modifying agent is 
selected from the group consisting of glycosaminoglycans, carboxymethyl cellulose, dextran, 
dextran sulfate, and polyvinylpyrrolidone. 
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